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Autoantibodies and interstitial lung disease in 
rheumatoid arthritis: towards a ‘mix-and-
match’ approach?

We read with interest the article by Castellanos-Moreira et al 
who identified for the first time an association between anticar-
bamylated protein antibodies and interstitial lung disease (ILD) 
in patients with rheumatoid arthritis (RA).1 The reported preva-
lence of ILD in RA ranges from 4% to 70% according to different 
cohorts and inclusion criteria. The clinical spectrum is rather 
broad ranging from mild reversible lung inflammatory disease to 
rapidly progressing fibrotic conditions with poor prognosis and 
frequent cause of death. On this basis, clinicians should be alert 
and promptly identify, classify and manage ILD according to its 
features and severity. However, whether a patient with RA will 
develop or not ILD, depends on several genetic, demographic, 
environmental and immunological factors that interact with 
each other and reliable markers able to predict ILD develop-
ment are currently lacking.2 The increasing knowledge on novel 
autoantibody specificities in RA could allow a better under-
standing of immunological mechanisms underlying different 
disease features3 and, in this regard, the study by Castellanos-
Moreira is of great relevance. However, some aspects need to be 
remarked. They observed an association of ILD and antibodies 
against two carbamylated antigens (fetal calf serum (FCS) and 
chimeric fibrin/filaggrin homocitrullinated peptide (CFFHP) in 
a regression model adjusted for age, disease duration, anticitrul-
linated proteins antibodies (ACPA), rheumatoid factor, sex and 
smoking cumulative dose. The population of patients was mainly 
constituted by females (79%) seropositive for ACPA (72%). 
What remains unclear, however, are the striking differences with 
the replication cohort with an OR almost three fold higher for 
anti-FCS and a lack of significant association between ILD and 
anti-CFFHP. It is interesting to note that gender distribution in 
the replication cohort is significantly different compared with 
the main cohort, with males being equally represented than 
females (F/M replication cohort 40/35, main cohort 141/38; 
χ2p<0.0001). In addition, the cumulative smoking dose in the 
replication cohort is similar in patients with or without ILD, 
although a surprising trend towards higher values in non-ILD 
patients is observed. Conversely, in the main cohort, patients 
with ILD have a significantly higher smoking cumulative 
dose compared with those without ILD. As far as serology is 
concerned, differences can be seen between the two cohorts, 
with a higher prevalence of ACPA in the replication compared 
with the main one (ACPA+/ACPA− replication cohort 65/10, 
main cohort 128/51; χ2p=0.01). Within each cohort, ACPA are 
equally distributed in patients with or without ILD. It would 
be interesting to see the individual ORs obtained at univariate 
analysis before building a model adjusted for the same variables 
in the two cohorts.

When performing a similar exercise and assessing the relation-
ship between ILD and anticitrullinated alpha enolase peptide-1 
(anti-CEP-1), we enrolled 252 RA patients (77% females, 66% 
anticyclic citrullinated peptide (anti-CCP) positive) and observed 
that anti-CEP-1 single positivity and anti-CCP/anti-CEP-1 
double positivity, but not anti-CCP single positivity, were asso-
ciated with ILD.4 An increasing number of papers is supporting 
the hypothesis that it is a matter of which autoantibodies test 
positive and also how many specificities of the same antibody 

family coexist to be able to predict risk of developing RA, the 
response to treatment or the development of erosive disease.5–7

Such assessment in the cohorts tested by Castellanos-Moreira 
may help explaining the different results obtained in the two 
cohorts and ultimately facilitate the design of longitudinal 
studies aimed at understanding the predictive value of different 
antibody specificities assessed at the time of RA diagnosis for the 
future development of ILD. In the era of precision medicine, a 
mix-and-match approach combining test for antibodies with a 
diagnostic and/or a prognostic value may be a powerful tool to 
optimise the tailoring of follow-up and treatment strategies.
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